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Abstract 

An 8-week-old infant was treated with oral propranolol for a haennangionna of infancy. 
The standard dose (according to protocol) is 2 nng/kg/day but, because of a nnistake by 
the pharnnacist, the child was treated with 8 nng/kg/day without any side effects (pulse, 
blood pressure and glucose stayed nornnal). 



Introduction 

Recent publications on the treatment of haemangioma of infancy (HOI) showed that 
oral propranolol led to quick therapeutic responses to a certain degree [1]. Propranolol, a 
P-blocker, may have side effects; the most common serious side effects are bradycardia 
and hypotension but also dyspnoe, cold acra, provocation of decompensatio cordis or 
hypoglycemia, nightmares and decreased cardiac output [2]. Therefore, important contra- 
indications in children are among others sinusbradycardia, AV-block, hypotension, 
asthma and decompensatio cordis. Recently, Lawley et al. [3] published 2 cases of 
propranolol treatment (2 mg/kg/day) in children with HOI with complications of 
propranolol-induced hypoglycaemia. We present two cases treated with an overdose of 
propranolol by mistake. 
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Case Report 



Case 1 

A healthy female infant was born September 19th, 2009, with a birth weight of 3,460 g after a 
gestation period of 38 weeks. She developed a HOI of the left philtrum and nose on day 9. At the age of 
4 weeks, she had her first visit to our clinic. At the age of almost 8 weeks, she was started on a systemic 
oral propranolol treatment according to our protocol because of progressive growth with obstruction of 
the left nostril. Her haemangioma activity score (HAS) [4] was 3.8 ( fig. 1 ). It was already noted that the 
haemangioma was less swollen after 1 day. Glucose levels, EGG, cardiac ultrasound and vital signs 
before and after treatment were all normal. She was discharged after 5 days when the HAS was 3 (fi g. 2 ) 
after having received 3 doses of 3.5 mg/day propranolol treatment (at our hospital: 3.5 ml). According 
to our protocol, this equals 2 mg/kg/day propranolol. 

The HOI was smaller and less active (HAS was 2) at the visit to the out-patient clinic more than one 
week after being discharged. Her vital signs were normal: RR 79/35, pulse 115 beats/min. Three weeks 
after discharge, the HOI was noted to be smaller (HAS was unchanged), and vital signs were normal: RR 
1 13/38, pulse 121 beats/min. Four weeks after discharge, we were consulted again because the parents 
found out that their child had been treated with an overdose of propranolol. She had been given 3 doses 
of 3.5 mg/day at our hospital = 3.5 ml, but they had received a preparation at a concentration of 4 
mg/ml, thus 4 times stronger, from their own pharmacy. Her parents had been giving her 3 doses of 3.5 
ml/ day = 3 doses of 14 mg/day propranolol for 4 weeks (8 mg/kg/day). Her vital signs were normal at 
the visit: RR 82/64, pulse 130 beats/min, respiration 36 breaths/min. She was anamnestic asymptomatic, 
her physical and laboratory examinations (glucose and blood pressure) were normal. Therefore, there 
was no need for re-admission or monitoring. By lowering the dosage, the now chronic high blood level 
of propranolol slowly declined to normal with no risk of side effects (e.g. rebound tachycardia). The 
patient was seen again 8 weeks after discharge and was now on propranolol at a dose of 2 mg/kg/day. 



Case 2 

An 1 1 -month-old healthy girl, who had been treated with systemic prednisone because of a HOI on 
the upper right eyelid, was examined at our emergency room because of fever during the second 
prednisone pulse therapy. She had a viral infection of unknown origin but more importantly she had 
developed Gushing syndrome. At that time, blood pressure, pulse and glucose levels were all normal. 
Following our protocol, she was hospitalized in order to start propranolol therapy. Our normal start 
dose on day 1 is 0.5 mg/kg/day three times, in her case 5 mg/day, thus 3 doses of 1.5 mg/day. Her first 
dose was 5 mg by mistake. This was discovered quickly, and she was put under observation. Pulse, blood 
pressure, glucose level and EGG all stayed normal. After 8 h she received the next dose: 1.5 mg. The 
following days she was given more propranolol according to the protocol. Side effects were not 
encountered. 



Discussion 

Propranolol is used in the treatment of HOI at a dose of 2-3 mg/kg/day [5]. We report 
that even 8 mg/kg/day is Mrithout side effects. The pharmacist classified this overdose as 
'mild' v\rithout serious consequences (ti/2 = 6 h). 

We use a very careful protocol for propranolol therapy in HOI, starting v\^ith 0.5 
mg/kg/day on day 1, then 1 mg/kg/day on day 2 and 2 mg/kg/day on day 3. This is 
empirically based because there is no literature on the dose of propranolol for HOI. It is 
not knov^rn hov^ careful one has to be at the start of the therapy. Case 2 indicated that an 
ascending schedule may not be necessary, at least not so stringent; in this case no 
complications were seen after administering an overdose 3 times the standard (however, 
it was still 0.8 mg/kg/day). 
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There are case reports of side effects (particularly hypoglycaemia) from propranolol 
therapy [6]; but in the cases described above, no complications were noted after an 
overdose of propranolol. The mechanism of action for propranolol in haemangioma is 
still not clear, but initially vasoconstriction is most prominent. Propranolol may be an 
effective and possibly safer therapeutic innovation for treating haemangiomas. However, 
more well-designed dose-finding studies are necessary to clarif)^ its exact mechanism of 
action. 
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Fig. 1 . Image taken just before propranolol was started (day 0). 



CaseReoortsin 

Dermatology 



Case Rep Dermatol 20n;3:18-21 
DOI: 10.1159/000324421 



Published online: 
February 5, 2011 



©2011 S. Karger AG, Basel 
ISSN 1662-6567 
www.karger.com/cde 




References 

1 Manunza F, Syed S, Laguda B, Linward J, Kennedy H, Gholam K, et al: Propranolol for complicated infantile 
haemangiomas: a case series of 30 infants. Br J Dermatol 2010;162:466-468. 

2 Information on propranolol from the Nederlands Kenniscentrum Farmacotherapie bij Kinderen [available on: 
www.kinderformularium.nl] 

3 Lawley LP, Siegfried E, Todd JL: Propranolol treatment for hemangioma of infancy: risks and 
recommendations. Pediatr Dermatol 2009;26:610-614. 

4 Janmohamed SR, de Waard-van der Spek FB, Madern GC, de Laat PCJ, Hop WCJ, Oranje AP: Scoring the 
clinical activity of haemangiomas; the Haemangioma Activity Score (HAS). Clin Exp Dermatol, submitted. 

5 Sans V, de la Roque ED, Berge J, Grenier N, Boralevi F, Mazereeuw-Hautier J, et al: Propranolol for severe 
infantile hemangiomas: follow-up report. Pediatrics 2009;124:e423-e431. 

6 Holland KE, Frieden IJ, Frommelt PC, Mancini AJ, Wyatt D, Drolet BA: Hypoglycaemia in children taking 
propranolol for the treatment of infantile hemangioma. Arch Dermatol 2010;146:775-778. 



